Tsushima, Okayama 700, Japan Synopsis Female mice of the C3H/HeMs strain were given a single subcutaneous injection of various doses of testosterone propionate (TP) on Day 15 or 17 of fetal life or on the day of birth. Irreversible ovary-independent vaginal cornification and uterine stratification with or without squamous metaplasia were most frequently observed in mice given TP injections on Day 17 of fetal age. Vaginae of many mice given prenatal injection of higher doses of TP failed to form the orifice, whereas the orifice was always normally formed in neonatally injected mice. In contrast, it seemed probable that hypothalamic function was affected in less extent by prenatal treatment than by postnatal treatment.
Of interest was that some mice with the vaginal lesion had normal reproductive capacity when they did not show uterine stratification.
It is well established that irreversible changes can be induced in the hypothalamus and vaginal epithelium of the female mouse by injections of estrogen or androgen during the early postnatal period. Induction of these changes depends on both dose of steroids given and age of mice at the treatment.
Repeated treatments of neonatal mice with higher doses of steroids affect both hypothalamic function and vaginal epithelium.
The vaginal alterations are characterized by ovary-independent persistent cornification which is evoked probably by a direct action of steroids. While, treatments with lower doses cause ovarydependent vaginal cornification due to alterations of hypothalamo-hypophyseal-ovarian axis, which does not persist after ovariectomy . It seems therefore, that the hypothalamus is more sensitive to lower doses of steroids at neonatal period than the vaginal epithelium.
The critical period for induction of the ovary-independent persistent vaginal alterations is most likely limited to the first 3 days after birth in the mouse (for review, see Takasugi, 1976) .
As for the age-dependency of the vaginal response to steroid exposure, Kimura (1975) has presented an evidence that the vagina at the late pregnancy shows more striking changes after a single subcutaneous injection of estradiol than the vagina at postnatal ages. However, the opposite sensitivity must be postulated in the hypothalamus, because some of the mice with the irreversible vaginal cornification after prenatal estrogen exposure have the ovaries with corpora lutea of normal histological appearance which most probably reflects normal hypothalamic function.
In this connection, the present paper deals with comparative studies on changes of vagina, uterus and ovary in the mice given a single injection of TP at preand early postnatal ages.
Reproductive capacity of these androgenized mice were also investigated. pregnant, they were caged separately. If these mice could breed her pups for 7 days after delivery, they were considered to have normal fertile capacity.
All the females used were ovariectomized at 3-8 months of age, adrenalectomized 30 days after ovariectomy and killed 14-30 days after the second operation. Adrenalectomized mice were given 0.8% NaCI solution as drinking water.
All the ovaries and adrenals were weighed and fixed in Bouin's solution. At autopsy, vaginae and uteri were fixed. Sections were cut in paraffin at 6 p and stained with hematoxylin and eosin.
Results

Vaginal Alterations in Prenatally or Neonatally Androgenized Mice
The vaginae of control mice given sesame oil at pre-or postnatal ages showed marked atrophic patterns after ovariectomy plus adrenalectomy (Fig.1) , and the orifice of the vagina was normally formed. Uterine Alterations in Prenatally or Postnatally Androgenized Mice In control mice, marked atrophy of the uterine epithelium was observed after ovariectomy plus adrenalectomy (Fig. 5) . Squamous metaplasia of the uterine epithelium was noticed in some of the mice given TP on either Day 17 or the day of birth (Fig.  6 ), but not seen in the mice given TP on Day 15. However, no clear difference could be pointed out so far in the susceptibility of the uterine epithelium to TP between fetuses and newborns. Persistent appearance of metaplasia in the ovariectomized plus adrenalectomized mice indicates perhaps its ovary-independent nature. Again, lymphocyte infiltration was remarkable in many metaplastic foci of the uterus. The uterus which did not show any metaplastic changes had the atrophic surface epithelium of single cuboidal cell layer. 
